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Coabined  administration  of  antibiotics  with  other  drugs 
was  completely  justified  In  many  diseases.  In  particular,  in 
case  of  anthrax,  tuberculosis,  nixed  infections  and  infections, 
caused  by  drug-resistant  microbes. 

The  advantages of  the  combined  therapy  consist  of  the 
synergism,  lowered  toxicity,  prevention  of  the  appearance  of 
drug-resistant  forms  of  microorganisms  and,  finally,  of  possible 
successful  treatment  of  gavely  ill  patients  without  preliminary 
bacteriological  diagnosis. 

The  purpose  of  tho  present  work  was  the  study  of  possible 
use  of  antibiotics  in  comination  with  rulfodimesina  (spalling?) 
in/  the  treatment  of  experimental  melioidosis  infection. 

As  therapeutical  agents  we  used  in  the  experiments  the 
following  antibiotics!  monomycin  (footnote!  monomycin  is  a  new 
domestic  antibiotic,  obtained  at  the  laboratory  of  Prof„G.F. 
Cause  at  the  Institute  for  the  Study  of  New  Antibiotics,  Academy 
of  Medical  Sciences,  USSR). 
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tetracyclic  (footnoret  in  this  eriasnt  urn  used  series 
of  tatraeyolin,  especially  prepared  for  intramuscular  in¬ 
jections)!  pxytetraoyclin,  chlortatracyclin,  bicyllin,  strep¬ 
tomycin,  myeerin  (spelling?)  and  llevoaycetin  (spelling?). 

Of  the  sulf aside  substances,  sulfodlmexln  was  tested. 

Experiments  were  carried  out  on  white  mice  weighint 
18-20  Ga.  The  animals  were  infected  by  means  of  subcutaneous 
injection  of  0.5  ml  suspension  of  one-day  agar  culture  of  the 
in  6.  strain  of  aalcomrces  pseudomallei  (4).  The  infecting  dose 

was  5  min.  of  microbe  cells  (1  Pel). 

Therapy  was  started  after  14-15  hours  since  infection, 
(phase) 

i.e.  during  the  stage  of  generalisation  of  the  infection.  The 
substances  being  tested  were  dissolved  in  the  physiological 
solution  and  administered  twice  a  day  (?blur)  in  the  amount 
of  0.2  ml.  Insoluble  substances  (chlortetrasyolin,  levcmycetin 
and  sulfodlnesin)  wars  given  to  the  animals  par  os.  The  course 
of  treatment  lasted  10  days.  Observationr.  of  the  animals  were 
continued  for  3  weeks. 

Dts  criterion  of  off  activity  of  the  therapy  west  survival 
of  th?  animals,  average  longevity  of  those  Who  difd  (of  the 
dead  animals) ,  as  wall  as  the  data  of  bacteriological  examina¬ 
tions. 

Preliminarily,  toxicity  of  all  druga  was  checked  upon 
and  on  the  sane  animals  tolerated  doaecf  each  substance  was 
established.  As  a  result  of  this  check-up  it  was  found  that 
the  tolerated  daily  dose  for  nooesyeln  was  2.5  mg.,  and  for 
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tetraoyclin,  oxytstranyelln,  ehlortetracyelin,  streptomycin, 
myeerln,  bicyllin  -  2  mg  (burred  tort,  looks  liks  2),  far 
lsvomyeetin,  4  ag.  and  far  sulfodineain,  6  tag. 

Rasul t# <f  axperinenta  are  raprasaatad  in  Table  1. 

As  one  can  aaa  from  tha  Table  1,  in  spite  of  somewhat 

nildsr  conditions  of  asparlmsnt,  nonomyoin,  streptomycin,  myoarln 

and  bicyllin  prored  to  be  poorly  effective  in  the  treatment  of 

aalioidoala,  %  the  groups  of  aloe  which  received  the  mentioned 

antibiotics,  there  was  observed  death  of  animals  in  70%  to  90? 

typewriter  of  oases.  At  the  sans  tins,  longevity  of  the  treated  dead 

trouble 

beyond  our  control  silos  was  somewhat  greater,  than  that  of  the  controls  which  did 

not  receive  treatment. 


In  the  groups  of  mice  of  this  experiment,  the  therapy 


of  i&ieh  was  carried  out  with  chlortetracyclin ,  levooycstln, 
sulfodimssln,  there  was  observed  survival  of  75 %  to  90?  animals 
with  average  longevity  of  the  dead  aniaalo  from  13.4  -  to  16  days. 


whereas  the  control  aloe  lived  on  the  average  8  days, 


Table  1 


Drug 


Effect  Of  Sl  WfttfilUffllH  to  Baagll |M>tal  Mall?idoels 

ingle  Humber  Average 

— a  n s  at _ s a  « _ 


ingle  Humber  Average 

‘ethod  of  dose  of  aloe  Dead  Survived  longevity 

of  deed 
mice  In  days 


administration  in  ag.  in  eaper. 
Intramuscular 


Honoaycin 

Tetrecyslin  " 

Gxytetracyelin 
Bicyllin 
Strep toayo  in 
Sfaroerla 

Chlortetracyclin  peroral 
Levoaycetin 
gulfodiaesln 
ontrol 

Among  the  animals  treated  with  tetracfdin  and  cotytetra- 


d^guree  act  retyped,  see.  p.  1014 


cyclln,  survival  was  fnan 
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cyelln,  survival  was  from  45  to  55^ »  with  ay o rags  longevity 
of  ths  dsad  animals  being  from  11.7  to  15.7  days. 

In  this  manner,  of  the  9  to* tod  subci  tames,  ths  most 
affective  drugs  in  melioidosis  ware  lovomyoatln.,  aulfodinsfcin 
and  chlortstraeyclin.  The  tharapautioal  effect  of  these  sub¬ 
stances  was  reflected  not  rdoee  in  the  high  percentage  of  sur¬ 
vival  of  the  animals,  but  in  considerable  postponement  of  the 
time  of  death  of  the  treated  mice. 

Tetracyclin  and  oxytetraeylin,  had  therapeutic  effect 
but  it  was  much  weaker  than  that  of  lecomycetin,  aulfodiaasin 
and  ohlortetracyclin.  Nevertheless,  these  rat ibio tics  may  be 
recommended,  especially  in  such  eases,  when  we  am  dealing  with 
antibiotic-resistant  forms  of  pathogenic  agent,  requiring  com¬ 
bined  effect  of  several  antibiotics.  As  for  other  antibiotics 
(monomycin,  bicyllin,  streptomycin,  mycerin),  these,  in  contrast 
to  other  drugs,  possessed  equally  low  therapeutical  effect, 
although  among  the  animals  trusted  there  was  observed  prolonged 
survival  an  compared  to  the  controls. 

Bacteriological  azmination  of  material  from  animals, 
dead  during  the  eoursa  of  treaneat,  shotted  malloldose  microbes 
more  or  less  regularly  eliminated  from  the  site  of  infection, 
lymph  nodes  and  internal  organa;  in  this  respect,  no  difference 
was  noted  in  separate  groups  of  animals,  receiving  one  or  other 
drug. 

The  second  part  of  our  research  studies  was  dedicated 
to  investigating  the  possibility  of  using  antibiotics  In 
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c  cabin  talon  with  Bulfodiaexln  in  tha  treatment  of  experimental 
melioidosis  infection. 

These  experiment®  were  dona  on  whit®  ale®  infected  with 
tha  earn®  dose  as  used  in  tha  first  a®ri®«  of  experiments  Ji/6% 

(5  aln.  of  microbe  call®). 

Considering  tha  fact  that  eheaothsrapy  of  melioidosis 
produces  sufficiently  marked  ®ffect  only  undar  conditiona  of 
treatment  with  largo  doses,  tfcieh  maintain  sufficiently  high 
level  of  concentration  of  tha  drug  in  tha  organa  and  tha  blood, 
va  wore  forced  to  confine  to  the  aeae  doaes  which  wore  used 
in  testing  each  substance  separately. 

Of  the  substances  tested,  aulfodimesln,  ohlortetracycl in 
sod  levooycetin  were  used  perorallyj  Boaoaycin,  trat&cyclin 
ox  yt  vt  racyc 1 in ,  bicyllin,  streptomycin  and  apoerin  were  used 
intrsBuscularly  with  slnultaneoue  administration  of  eulfodiaesln 
pero rally. 

As  one  can  see  froa  Table  2,  combination  of  eulfodiaesln 
with  aonoaycetin,  tatracylcin,  bicyllin,  streptoapcin,  ojycerin 
and  levoaycetin,  in  the  conditions  of  our  experiment,  proved 
to  be  ineffective,  alaoe  the  survival  of  aniaals,  treated  with 
sulfodlnesln  alone,  Is  such  higher  (85)0  then  when  treated 
with  the  c cabined  method.  Moreover,  the  combined  therapy  with 
antibiotics  and  sulfodiaesln  gives  a  batter  therapeutical  affect 
than  the  therapy  with  the  antibiotic®  alone. 

Whereas  tha  use  of  chlortjtracyclin,  tinder  similar  ex¬ 
perimental  conditiona,  in  coafclnatlon  with  9  eulfodiaesln. 
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gave  excellent  therapeutical  offset,  reflected  not  alone 

In  hl£»  percentage  of  survive!  of  animals  (90a),  but  In 

of 

narked  prolongation  of  11  fa  is  cants  ed  dead  aios  which  had 
boon  treated,  as  compared  to  ths  controls  (aors  than  twice) . 

Table  2 

Results  of  treatment,  of  ssperlMutal  melioidosis  vlth  agtlfclotlgj^lB 

gpa&naUpp.  .lflttupLfgdAiMiML 


Average 

Drug  Number  of  aloe  Dead  Survived  life  span 

in  experiment  of  dead  fcice 

_ _ _ _  _ _ _ _ _  (la  flan) _ 


Monomycin  /  sulfodlneuln 
Tetracylcln  /  sulfadiaesin 
Oxytetraoylcin  /  sulfodlmaaln 
Blcyllln  /  sulfodlsasin 

Streptomycin  /  sulfpdlaesla  table  not  retyped,  see  p.  1015 

%cerln  /  sulfodlassln 
Chlortatraoylin  /  sulfodlassln 
Lsvoayoetln-/  sulfodlassln 

Control 

Conclusions 

1.  Of  the  nine  (9)  tested  durgs,  the  greatest  therapeutical 
effect  in  the  treatment  of  aelloldosls  uas  obtained  vlth  levo- 
aycetln,  sulfodlassln  and  ehlre  chlortetracylelnj  75$  to  90 %  of 
uhlte  aloe,  treatcata  vlth  those  substances,  rsaain  alive. 

2.  Tetraeyelia  and  oocyte tracycl in,  even  though  they  do 
have  sons  therspeutioal  effect,  have  auoh  weaker  effeot  than 
levoaycetin,  sulfodiaasln  and  chlorte tracycl In. 

3.  Monoayeln,  blcyllln,  streptoaycln  and  ^eerln,  under 
sane  experimental  conditions,  have  weak  therapeutical  effect 
and  In  practice  their  use  should  be  considered  unsuitable. 

(continued) 
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-JQ  ^  QjLfrtfdmzln  therapy,  ooablaed  with  aonoojcetln,  tetra- 

cyclin,  oxytetracylc In ,  bicyllin,  atreptoaycin,  mycerin  and 

levruaycetin ,  in  treatment  of  anlnals,  iofeeted  with  j&elloidoals, 

v 

under  the  condition*  of  our  experiments,  should  be  considered 
a&  Irrational. 

5.  The  o cabined  administration  of  ovlfodijaesin  with 
chlortotraeyclln  guarrantteea  a  high  percentage  of  survival 


of  anlnals  (Wt)  and  a  considerable 

of  the  average  life  spaa  of  the  dead  alee* 


prolongation 
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For  Mr.  Joaeph 

Mr.  Joaeapht  please  note,  iom  of  then#  new  drugs  are  not  listed 
in  dictionaries,  and  I  do  not  know  how  to  figure  out  their 
spelling}  the  Russians  use  phonetic  transcriptions  of  what  they 
inagine  the  Kngllsh  should  be.  -tub 


Translated  by  Tatiana  Boldyreff 
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